
Non-Technical Abstract:  
Chronic wounds in the skin represen t a s ignificant medical problem in m illions of people 
each year, including 800,000 persons with diabetes. Individuals with long-standing diabetes 
have po or circul ation, w hich results i n less oxy gen a nd nutr ients go ing t o th e ext remities 
(feet), and l ose their sense of touch and pain in their feet. Thus, they may not fee l pressure 
from shoes or obj ects which can damage their sk in. Once a w ound is formed, it may heal  
very slow ly, or not a t all, due t o t he di abetes and its  co mplications. Treatm ent inc ludes 
various dressings that keep the wound clean and moist, keeping weight and pressure off of 
the wound, and vigorous cleaning of any dead tissue in the wound. Recently, a protein called 
platelet-derived growth factor-B (PDGF-B) was identified, which is found in normal wounds 
and is im portant for h ealing, but is n ot fou nd i n c hronic w ounds. This pr otein, w hen 
administered in a gel t o the surface of t he wound, has been shown to stimulate healing in 
some p ersons wi th ch ronic d iabetic ulcers. A  number of in dividuals, how ever, respon d 
poorly, larg ely beca use t he PD GF-B doe s not s tay w ithin the w ound be d v ery lo ng. It is 
destroyed or lost quickly, and even when reapplied daily, is not very effective.  

To o vercome th e d elivery pro blem, Tissue R epair Company has  use d t he ge ne that 
produces PDGF-B protein. We have placed this gene into a crippled adenovirus, and placed 
the virus into a co llagen matris havi ng the consistency of to othpaste. T his for mulated 
material is te rmed GA M501 (G ene A ctivated M atrix). G AM501 has been pl aced int o 
animal models of w ound h ealing and fo und to induce large am ounts of new  gra nulation 
(wound repair) tissue, resu lting in healed wounds. It rem ains localized within the wound, 
where cells migrate in and take up the DNA, and is not toxic. The wound repair cells then 
make PDGF-B protein within the local environment, which stimulates a cascade of tissue 
repair activities, leading to a healed wound.  

Tissue Repair Com pany is stu dying t he effects of G AMSO1, an  investigational g ene 
therapy product, in subjects with n on-healing diabetic ulcers of the lower extremities. The 
purpose of this study is to test the effects (good and bad) of GAM501 and whether or not it 
will facilitate the repair process in individuals with chronic diabetic ulcers.  

GAM501 has been evaluated in a Phas e I study  in 15 subjects with non-healing ulcers of 
the lower e xtremities. G AM501 was  well t olerated a nd did not ap pear t o ca use 
abnormalities in h ematology, chemistry and uri nalysis values. Most of the su bjects had a 
positive clinical response to GAM501 with 67% achieving ulcer closure.  
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